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DETAILED ACTION 
Status of the Application 

Receipt of the Amendment after Non-Final Office Action, Applicant's 
Arguments/Remarks, Reference Articles (3) and the request for extension of time (1 month- 
granted), all filed 09/01/06 is acknowledged. 

Claims 1-7, 9-21 and 23-36 are pending in this action. No claims have been amended. 
New claims 34-36 have been added. Claims 8 and 22 have previously been cancelled. Claims 1- 
7, 9-21 and 23-36 stand rejected. 

Claim Rejections - 35 USC §103 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

The instant invention is drawn to a method for treating gastric acid disorders comprising 
the step of administering to a patient in need of such treatment a therapeutically effective amount 
of at least one non-enteric coating proton pump inhibitor in a pharmaceutically acceptable 
carrier; wherein said pharmaceutically acceptable carrier comprises an equimolar ratio of a 
bicarbonate salt of a Group IA metal and a carbonate salt of a Group IA metal where the Group 
IA metal is chosen from the Periodic Table of Elements. 

Claims 1-7, 9-21 and 23-36 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Phillips (US Pat. No. 6,489,346 Bl) (hereafter 'Phillips P). 
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Phillips I ('346) teaches a method for treating acid-related gastrointestinal disorders 
comprising administering to a patient a non-enteric pharmaceutical composition comprising a 
non-enteric coated proton pump inhibitor in a pharmaceutically acceptable carrier and at least 
one buffering agent, wherein the pharmaceutically acceptable carrier comprises a bicarbonate 
salt of a Group IA metal and a carbonate salt of a Group IA metal (see Abstract; Claims); (col. 
1 1, lines 36-44); (col. 13, line 47 - col. 14, line 26). 

At column 13, lines 47-53, Phillips teach that mixtures of the buffering agents can be 
utilized. Suitable buffering agents disclosed include sodium bicarbonate, potassium bicarbonate, 
aluminum hydroxide/sodium bicarbonate co-precipitate and sodium carbonate (see col. 13, line 
63 - col. 14, line 14); (col. 17, lines 58-60). Potassium carbonate is disclosed at column 22, lines 
7-8. Sodium bicarbonate is provided in amounts of about 1000 mg to about 1680 mg (see claim 
17). This amount range is an overlapping range, which meets the instantly claimed range of 
about 125 mg to about 1000 mg of sodium bicarbonate. 

The non-enteric proton pump inhibitors include a substituted benzimidazole of 
lansoprazole or salts thereof (see Abstract). Example IV at column 22, lines 1-39 demonstrates 
an effervescent formulation whereby omeprazole powder was diluted with sodium bicarbonate, 
citric acid and potassium carbonate to form a homogeneous mixture of omeprazole powder. 

With regards to the instant amounts, such as the 'equimolar ratio of a bicarbonate salt of a 
Group I A metal and a carbonate salt of a Group I A metal 5 and an 'equimolar ratio of sodium 
bicarbonate and sodium carbonate', Phillips does not explicitly teach 'equimolar ratios of a 
bicarbonate and carbonate salt of Group IA metals. However, the Examiner points out that 
generally, differences in concentration will not support the patentability of subject matter 
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encompassed by the prior art unless there is evidence indicating such concentration is critical. 
"[WJhere the general conditions of a claim are disclosed in the prior art, it is not inventive to 
discover the optimum or workable ranges by routine experimentation." In re Alter, 220 F.2d 454, 
456, 105 USPQ 233, 235 (CCPA 1955). In this instance, prior art teaches the use of the same 
drug (PPI) and the same components (buffer - (bi)carbonates, carrier) in similar dosage forms 
(tablets, capsules) to effectively treat conditions of gastric acid disorders in a subject in need 
thereof. Furthermore, it is deemed obvious to one of ordinary skill in the art to determine 
suitable or effective amounts through the use of routine or manipulative experimentation to 
obtain optimal results, as these are indeed variable parameters attainable within the art. Absent 
evidence to the contrary, the instant 'equimolar ratios' as claimed fail to impart any unexpected 
results. The prior art addresses the concern of avoiding large amounts of bicarbonate or other 
buffers, to overcome any adverse effects (i.e., frequent belching) by administering a single dose, 
which does not require any further administration of a bicarbonate (see col. 9, line 28 - col. 10, 
line 14); (col. 13, lines 7-27). 

Thus, given the teachings of Phillips ('346) who teaches a method for treating gastric 
disorders by administering carbonates and bicarbonates in combination with proton pump 
inhibitors, the instant invention, when taken as a whole, would have been prima facie obvious to 
one of ordinary skill in the art at the time the invention was made. 
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Claims 1-7, 9-21 and 23-36 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Phillips (US Pat No. 5,840,737) (hereafter 'Phillips II') in view of 
Phillips (US Pat. No. 6,489,346 Bl) (Phillips I). 

The instant invention is drawn to a method for treating gastric acid disorders comprising 
the step of administering to a patient in need of such treatment a therapeutically effective amount 
of at least one non-enteric coating proton pump inhibitor in a pharmaceutically acceptable 
carrier; wherein said pharmaceutically acceptable carrier comprises an equimolar ratio of a 
bicarbonate salt of a Group IA metal and a carbonate salt of a Group IA metal where the Group 
IA metal is chosen from the Periodic Table of Elements. 

Phillips II ('737) teaches a method for treating gastric acid disorders by administering to 
a patient a single dose of a pharmaceutical composition including an aqueous 
solution/suspension of proton pump inhibitors - omeprazole, lansoprazole or other substituted 
benzimidazoles and derivatives thereof in a pharmaceutically acceptable carrier wherein the 
carrier comprises a bicarbonate salt of a Group I A metal (see abstract and claims). Phillips also 
teaches a pharmaceutical composition, which includes omeprazole or other substituted 
benzimidazoles and derivatives thereof in a pharmaceutically acceptable carrier wherein the 
carrier comprises a bicarbonate salt of a Group IA metal (see abstract and claims). 

Phillips II teaches a method for treating gastric acid disorders wherein the Group IA 
metal is sodium and potassium (see claims 1-3). 

It is stated that the pharmaceutical composition is prepared by mixing omeprazole or 
other substituted benzimidazoles and derivatives thereof with a solution including a bicarbonate 
salt of a Group IA metal Preferably, omeprazole powder or granules are mixed with a sodium 
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bicarbonate solution to achieve a desired final omeprazole concentration (col. 7, line 50 through 
col. 8, line 5). 

Phillip II states that the pharmaceutical^ acceptable carrier includes the bicarbonate salt 
of the Group IA metal and can be prepared by mixing the bicarbonate salt of the Group IA metal, 
which is preferably sodium bicarbonate, with water. The concentration of the bicarbonate salt of 
the Group IA metal in the composition generally ranges from approximately 5.0% to about 60%. 
In a preferred embodiment, the preferred salt is sodium bicarbonate and is contained in a 
concentration of about 8.4% (col. 8, lines 6-17). 

Suitable derivatives of omeprazole can be substituted for the omeprazole or other suitable 
substituted benzimidazoles, wherein these derivatives include lansoprazole (col. 8, lines 41-45). 

The pharmaceutical composition can be used for the treatment of gastrointestinal 
conditions, including, active duodenal ulcers, gastric ulcers, gastroesophageal reflux disease 
(GERD), severe erosive esophagitis, poorly responsive systematic GERD, and pathological 
hypersecretory conditions (col. 8, lines 46-61). 

The examples on columns 10-19 further demonstrate various embodiments of the 
invention in greater detail. 

Additional agents that can be added include antimicrobial preservatives, antioxidants, 
chelating agents and buffers (column 9, lines 23-26). 

While Phillips II does not explicitly teach the instant amounts, such as the 'equimolar 
ratio of a bicarbonate salt of a Group I A metal and a carbonate salt of a Group I A metal' and an 
'equimolar ratio of sodium bicarbonate and sodium carbonate', the Examiner points out that 
generally differences in concentration will not support the patentability of subject matter 



Application/Control Number: 10/036,129 Page 7 

Art Unit: 1615 

encompassed by the prior art unless there is evidence indicating such concentration is critical. 
Where the general conditions of a claim are disclosed in the prior art, it is not inventive to 
discover the optimum or workable ranges by routine experimentation. In re Aller, 220 F.2d 454, 
456, 105 USPQ 233, 235 (CCPA 1955). Applicants have not demonstrated any 
unusual/unexpected results that accrue from the instant equimolar ratios. It is deemed obvious to 
one of ordinary skill in the art that suitable ratios and/or amounts could be determined through 
the use of routine or manipulative experimentation to obtain the best possible results, as these are 
indeed variable parameters obtainable within the art. The prior art vividly recognizes the need to 
administer lower amounts of bicarbonate to avoid adverse effects in gastroesophageal patients. 
Thus, the Phillips II reference meets the same objectives desired by Applicants. 

Regarding the ' non-enteric' proton pump inhibitor claimed by Applicant, Phillips II 
teaches a method for treating gastric acid disorders whereby the use of enteric coatings can be 
used if desired, indicating that enteric coatings are optional. Furthermore, it would have been 
obvious to one of ordinary skill in the art at the time the invention was made to either employ 
enteric coatings if drug delivery in the intestines was desired or alternatively, to exclude enteric 
coatings if delivery of drug to the stomach was desired. The expected result would be a drug 
formulation having distinct rates of release. 

Phillips II ('737) does not teach a carbonate salt of the Group IA metal. 

Phillips I ('346) teaches a method for treating acid-related gastrointestinal disorders 
comprising administering to a patient a non-enteric pharmaceutical composition comprising a 
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non-enteric coated proton pump inhibitor in a pharmaceutical^ acceptable carrier and at least 
one buffering agent, wherein the pharmaceutically acceptable carrier comprises a bicarbonate 
salt of a Group IA metal and a carbonate salt of a Group IA metal whereby suitable buffering 
agents include sodium carbonate, for example (see Abstract; Claims); (col. 11, lines 36-44); (col. 
13, line 47 -col. 14, line 26). 

Therefore, it would have been obvious to one of ordinary skill in the art at the time the 
invention was made to include the carbonate salt of the Group IA metal of Phillips I ('346) 
within the teachings of Phillips II ('737) who teaches bicarbonate salts of the Group IA metal 
because Phillips I explicitly teaches a proton pump inhibitor formulation comprising suitable 
buffering agents of both carbonates and bicarbonates of Group IA metals and teaches that the 
buffering agents (i.e., carbonates/bicarbonates) function to substantially prevent or inhibit acid 
degradation of the proton pump inhibitor by elevating pH of the stomach sufficiently to achieve 
adequate bioavailability of the drug to effect therapeutic action. The expected result would be a 
non-enteric coated formulation wherein the bioavailability of the proton pump inhibitor is 
preserved to provide for the effective treatment and/or prevention of gastric acid related 
disorders. 

Response to Arguments 
Applicant's arguments filed 09/01/06 have been fully considered, but were not found to 
be persuasive. 

35 U.S.C §103(a) Rejection of Claims 1-7, 9-21 and 23-33 over Phillips I ('346): 
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Applicant argued, "Phillips I does not expressly or inherently teach the equimolar ratio of 
a bicarbonate salt of a Group IA metal and a carbonate salt of a Group IA metal. Similarly, 
Phillips I does not teach an equimolar ratio of sodium bicarbonate and sodium carbonate. 
Nothing in Phillips I makes it obvious to a skilled artisan to select an equimolar ratio of specific 
salts out of all the possible buffer combinations" 

These arguments have been thoroughly considered but were not found to be persuasive. 
Admittedly, while the Phillips I reference does not explicitly teach an equimolar ratio of a Group 
IA metal and a carbonate salt of a Group IA metal, it remains the position of the Examiner that 
Applicants have not demonstrated any unexpected or superior results, which accrue from the 
equimolar ratio claimed herein. Applicants attempt to distinguish over the prior art teachings 
through the claimed recitation of 'equimolar ratio 5 however, the particular ratio does not provide 
for a significant patentable distinction over the teachings of the art. The prior art provides for 
methods for treating gastrointestinal disorders that are essentially quite similar to the scope of 
claim language presented. 

Applicant argued, "It is known in the art that sodium bicarbonate produces gas while 
neutralizing stomach acids. In fact, as little as a half-teaspoon of sodium bicarbonate liberates as 
much as 475 mL of carbon dioxide. The formation of this case causes distension of the stomach 
which results in a bloated feeling, belching and flatulence. (See the enclosed articles "Excessive 
Gas: What Can Be Done?" from www.uspharmacist.com/oldformat.asp 
?url=newlook/files/Cons/ACF2FD5.cfin&pub_ and Chapter 15- Drugs and Gastrointestinal (GI) 
Disorders from www.pharmacy.utah.edu/pharmtox/common_meds/icml5.html). Also, it is also 
known in the art that sodium biocarbonate ingestion can cause the spontaneous rupture of the 
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stomach (See, Mastrangelo, M, et al., Annals of Internal Medicine, 101(5): 649-650 (November 
1984)). The Specification clearly demonstrates superior results attributable to the equimolar 
ratio of sodium carbonate and sodium bicarbonate, namely, the reduction in the comparative 
amounts of gas, including CO2 gas that is produced. This reduction in gas reduces the distension 
of the stomach, belching and flatulence experienced by patients who take the compositions of the 
present invention when compared to patients who take compositions containing solely sodium 
bicarbonate (such as those disclosed in Phillips I and II)." 

Applicant's arguments have been considered, but were not persuasive. The amounts of 
sodium bicarbonate taught in the art, such as about 1000 mg, would be considered a suitable and 
effective amount, which does not provide for negative results. Applicants desire an equimolar 
ratio of sodium carbonate to sodium bicarbonate in order to reduce distension of stomach, 
belching and flatulence. It is noted that the prior art is also aimed at concerns of avoiding large 
amounts of bicarbonate or other buffers, to avoid or overcome adversary effects, such as frequent 
belching. Thus, the prior art achieves the same objectives as that intended by Applicants. It is 
the position of the Examiner that the instant claims remain generic enough to read on the 
teachings of the prior art. 

Applicant argued, "In Example 1 in the Specification, there was a fourteen- fold reduction 
in the volume of total gas produced and a two-fold reduction in the volume of CO2 gas produced 
in the SGF-carbicarb reaction as compared to the SGF-sodium bicarbonate reaction. Example 2 
demonstrates that less carbicarb is required to neutralize gastric fluid as compared with sodium 
bicarbonate." 
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These arguments were not persuasive. In response to applicant's argument that the 
references fail to show certain features of applicant's invention, it is noted that the features upon 
which applicant relies (i.e., levels of gas reduction obtained in Examples) are not recited in the 
rejected claim(s). Although the claims are interpreted in light of the specification, limitations 
from the specification are not read into the claims. See In re Van Geuns, 988 F.2d 1181, 26 
USPQ2d 1057 (Fed. Cir. 1993). The claims at present are silent with regards to the levels of gas 
reduction desired and/or are silent with regards to amounts of gastric fluid that can be 
neutralized. Thus, Applicant's arguments do not establish the scope of claims being presented. 

35 U.S.C. §103(a) Rejection of Claims 1-7, 9-21 and 23-33 over Phillips II f'737) in 
view of Phillips 1^346): 

Applicant argued, "Phillips I does not teach the equimolar ratio of a bicarbonate salt of a 
Group IA metal and a carbonate salt of a Group IA metal. While Phillips I discloses a broad 
mixture of possible buffering agents, there is no teaching or suggestion to use the equimolar 
mixture, specifically carbicarb. Phillips II is directed to a method of treating gastrointestinal 
conditions by administering omeprazole in a carrier with a bicarbonate salt of a Group IA metal, 
wherein the administration step consists of a single dosage. Moreover, the claims of Phillips II 
are limited to a carrier consisting essentially of a bicarbonate salt of a Group IA metal. 
Therefore, a skilled artisan would not be motivated to replace the bicarbonate salt of a Group IA 
metal with an equimolar mixture of carbonate and bicarbonate." 

These arguments were not persuasive. While the 'equimolar ratio' is not expressly taught 
in the Phillips references, the fact that Applicant incorporates a slightly different amount than 
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that of the prior art, does not render a patentable distinction, since the art is clearly directed to 
formulations and methods of treating gastrointestinal diseases, whereby the formulations are 
substantially comprised of essentially the same components as that implemented by Applicants. 
Moreover, the art formulations and methods address similar concerns, such as providing an 
effective reduction in belching, as also desired by the Applicants. The argument that "The 
claims of Phillips II are limited to a carrier consisting essentially of a bicarbonate salt of a Group 
IA metal" was not persuasive since the determination of patentability of the instant claims are 
not limited solely to the claims of the prior art references. The teachings of the prior art, as a 
whole, meet the limitations presented by Applicant herein. It is the position of the Examiner that 
the instant claims remain generic enough to read on the teachings of both, Phillips I and II. 

Hence, the instant invention, as a whole, would have been prima facie obviousness to one 
of ordinary skill in the art at the time the invention was made. 

Conclusion 

THIS ACTION IS MADE FINAL, Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 



Application/Control Number: 10/036,129 Page 13 

Art Unit: 1615 

CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Humera N. Sheikh whose telephone number is (571) 272-0604. 
The examiner can normally be reached on Monday through Friday during regular business hours. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Woodward, can be reached on (571) 272-8373. The fax phone number for 
the organization where this application or proceeding is assigned is (571) 273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto. gov . Should you have any questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 ftgll^free). 

HUMERA N SHEIKH 
PRIMARY EXAMINER 
Art Unit 1615 

November 25, 2006 
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